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^7 A prooess for the preparation of a compound of the 
formula I, 

B(l-3\)-Arg-A(l-21) (I), 
which comprises expressing a gene structure encoding for this 
compound in a bacter iumVnd , if the gene structure also encodes 
a fusion protein, liberating the compound of the formula I from 
the fusion protein. 

'-arC A DNA encoding f qfn the compound of the formula I. 
fij^. A gene structure oAplasmid containing the DNA as 
claimed in claim -3". 

Kb*. A bacterium containing the gene structure or plasmid 

ft 

as claimed in claim JC. 

iXsg". A method for the^ preparation of a compound of the 

formula II 

S - S 
A(l - 21) 



S 



S 



(ID 



n(i - 301-Ara 

in which A(l-21) and B(l-30) denote tlA A and B chains of human 
insulin and the -S-S- bridges are positioned as in insulin, 
using the compound of the formula I which \eomprises: 

(a) expressing a DNA molecule encoding Vhe compound of the 
formula I in a bacterium; and 
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(b) intubating the expressed compound of the formula I 
resulting frok step (a) with trypsin under slightly acidic 
conditions at a\H of about 6.8 where phenol and other similar 
aromatics are not present. 

^2-^ A method for the preparation of insulin using the 
compound of the formulk I which comprises: 

(a) expressing a DNA\molecule encoding the compound of the 
formula I in a bacterium; 

(b) incubating the expressed compound of the formula I 
resulting from step (a) with tfcy#si.n under slightly acidic 
conditions at a pH of about 6.8 \here phenol and other similar 
aromatics are not present; and 

(c) cleaving the resulting compound of the formula II with 
carboxypeptidase B. 

<£>JZ. A method as claimed in claim y' wherein steps (b) and 
(c) are carried out in one vessel without having to isolate an 
intermediate compound of the formula II 

S - S 
A(l - 21) 

(ID 



B(l - 30)-Arg. 

itein which comprises the compound of the 



(I), 



jr. A fusion 
formula I, 

B(l-30)-Arg 
bonded via a bridging member 

- Met - He - Gl\- Gly - Arg - 
to a peptide which stabilizes the fusion protein. 
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-3^T. A\ method for the preparation of a compound of the 



formula II 
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S - S 
A(l - 21) 

S S (II) 

1 I 
I I 

s s 
iri - 301-Arq 

in which A(l-21) and B(lV30) denote the A and B chains of human 
insulin and the -S-S- bridges are positioned as in insulin, 
which comprises: 

(a) expressing a DNA molecule encoding the fusion protein of 
claim Jlf in a bacterium; 

(b) cleaving the expressed rUsion protein resulting from 
step (a) with cyanogen bromide, thereby producing mini- 
proinsulin; and 

(c) incubating the mini-proinsuliV of step (b) with 
trypsin under slightly acidic conditions at a pH of about 6.8 
where phenol and other similar aromatics\are not present. 

^Irl*. A method for the preparation ck insulin which 
comprises: 

(a) expressing a DNA molecule encoding *§he fusion protein 

a* 

of claim -9^ in a bacterium; 

(b) cleaving the expressed fusion protein Vesulting from 
step (a) with cyanogen bromide, thereby producing mini- 
proinsulin; 
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(c) intubating the mini -pro insulin of step (b) with trypsin 
under slightly, acidic conditions at a pH of about 6.8 where 
phenol and otherSsimilar aromatics are not present; and 

(d) cleaving tHe resulting compound of the formula II with 
carboxypeptidase B. 

^-Xi. A method as \laimed in claim a wherein steps (c) and 
(d) are carried out in on\ /v/essel without having to isolate an 
intermediate compound of t$& formula II 



S - S 
A(l - 21) 
S 
S 



(ID 



B(l - 30)-Arg. 
°^fS. A compo\»nd of the formula I, 

B^30)-Arg-A(l-21) (I), 
in which B(l-30) and A(l\2l) denote the B and A chains of human 
insulin, which is formed bys^the process which comprises: 

(a) expressing a DNA molec^Uencoding for the compound of 
the formula I in a bacterium; arifc 

(b) when said compound of the fWmula I is part of a fusion 
protein, liberating the expressed compound of the formula I 
resulting from step (a) from the fusion ^prote in. 
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A compound of the formula II 



in which A(l-21) ar 
insulin and the -S-f 



S - S 

i i 
i i 

A(l - 21) 

I I 
I I 

S S (II) 

I I 
I I 

s s 

I t 
I I 

Bfl - 3Q)-Ara 
B(l-30) denote the A and B chains of human 
bridges are positioned as in insulin, 
which is formed by the\process which comprises: 

(a) expressing a DNA\molecule encoding for the compound of 
the formula I in a bacterfum; and 

(b) incubating the expressed compound of the formula I 
resulting from step (a) with \£ypsin under slightly acidic 
conditions at a pH of about 6, \ where phenol and other similar 
aromatics are not present. 

^-ifS". A compound of the formv^La II 

S - S 

i i 
i i 

A(l - 21) 

j j \ 

S S \ (II) 

1 ' \ 

s s 

I I 
I I 

Bfl - 30)-Arg 

in which A(l-21) and B(l-30) denote the A d*nd B chains of human 
insulin and the -S-S- bridges are positioned as in insulin, 
which is formed by the process which comprises: 

(a) expressing a DNA molecule encoding the\fusion protein 
of claims in a bacterium; 
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